P reliminary Amendment 
Appln. Serial No. 10/573,161 

IN THE CLAIMS 
Please amend the claims as follows: 

Claim 1 (Currently Amended): A purified An isolated polynucleotide which encodes 
a polypeptide t hat inhibits inhibiting the NF-kB signaling pathway, said polynucleotide b ein g 
is selected [[in]] from, the group consisting of: 

(a) a polynucleotide which encodes a polypeptide comprising an amino acid sequence 
selected from the group consisting ofSEQ ID NO: 2, SEQ ID NO: 3, SEQ ID NO: 6, SEQ ID 
NO: 7, SEQ ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID NO: 16, SEQ ID NO: 30, 
SEQ ID NO: 31, SEQ ID NO: 32, SEQ ID NO: 33, SEQ ID NO: 34, SEQ ID NO: 35, SEQ 
ID NO: 36, SEQ ID NO: 37, SEQ ID NO: 38, and SEQ ID NO: 39; 

(b) a purified polynucleotide complementary to the one polynucleotide as defined in 
(a); and 

(c) a~fHirified-f^^ 
defined in (a); 

defined in (a )f 

(a)-a-purified-polynucleotkle which is at least 90% i d e n tied-4e-fee-^olyTO^le oti d e a s 
defi n ed in (a ) and 

(f) a purified polynucleotide which hybridizes under stringent conditions to the 
polynucleotide as defined in (a), wherein said stringent conditions comprise washing in 5X 
SSC at a temperature from 50 to 68°C. 

Claim 2 (Cancelled). 
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Claim 3 (Currently Amended): The purified isolated polynucleotide of Claim 2, 
wherein said polypeptide disrupts NEMO oligomerization. 

Claim 4 (Currently Amended): A vector comprising the p u rified isolated 
polynucleotide of Claim 1. 

Claim 5 (Currently Amended): A host cell comprising the profied isolated 
polynucleotide of Claim 1. 

Claim 6 (Currently Amended): A purified An isolated polypeptide that4 flhibits 
inhibiting the NF-kB pathway seteete d in the group consisting of: 

a) a NEMO type polypeptide having comprising an amino acid sequence selected 
[[in]] from the group consisting ofSEQ ID NO:3, SEQ ID NO:7, SEQ ID NO: 14, SEQ ID 
NO: 1 6, SEQ ID NO: 30, SEQ ID NO: 31, SEQ ID NO: 32, SEQ ID NO: 33, SEQ ID NO: 34, 
SEQ ID NO: 35, SEQ ID NO: 36, SEQ ID NO: 37, SEQ ID NO: 38, and SEQ ID NO: 
39|T;TK wherein said polypeptide is a NEMO type polypeptide. 

b>-a-purified-pelypeptide whieh-is at least 70 % iden tica l to the polypeptide as defined 

c) a p uri fied polypeptide which is at least 80% i denti cal ~4e4he-polypepti de as d efined 

i n a); 

(d) a purified polypeptide which is at least 90% identical to t he p o l ypeptide as defined 

(e) -a purifi ed polypeptide which is at least 95% identical to the polypeptide as defined 

in a). 
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Claim 7 (Cancelled). 

Claim 8 (Currently Amended): The p uri fi ed isolated polypeptide of Claim [[7]] 6, 
wherein said polypeptide disrupts NEMO oligomerization. 

Claim 9 (Currently Amended): A polypeptide fusion construct that inhibits the NF- 
kB pathway, said construct comprising an amino acid sequence being-saleetad-Hi-tfee^re^ 
consisting efi 

a^ha-peJypeptide-fes^^ selected [[in]] 

from the group consisting ofSEQ ID NO: 3, SEQ ID NO:7, SEQ ID NO: 14, SEQ ID NO:16, 
SEQ ID NO: 30, SEQ ID NO: 31, SEQ ID NO: 32, SEQ ID NO: 33, SEQ ID NO: 34, SEQ 
ID NO: 35, SEQ ID NO: 36, SEQ ID NO: 37, SEQ ID NO: 38, and SEQ ID NO: 39, wherein 
said amino acid sequence and which is linked to a polypeptide having a high transduction 
potential- 

b)-a-pelypeptide f us tee-eensfeet-e^^ aekt-sequence at least 80% 

M e nt ica l - to an ami n o acid s eque n ce as d efined in a}~ 

e)-^-pe lype p fide fusio n-eon-s truct co mp ri sin g a n~-amme-ae M sequence a £4east-90% 
id e ntical to an amine aci d se q uen ce as defined in a)t 

d) a poly p epti d e fusion c on struet-eemp rising an-amhio a ci d-sequene e at least 95% 
identical t o an amine-aeid sequence as-defined in a) f 

e) a polypeptide fusion construct comprising an amino acid sequence that is at least 
7©%4de»tk^y-te^ 

3, SEQ ID NO: 7, S EQ ID NO: 1 4 , SEQ ID NO: 16, SEQ ID NO: 30, SEQ ID NO: 31, SEQ 
ID NO: 32, SEQ ID NO: 33, S-EQ-TO N O : 34, SE Q ID NO: 35, SE Q ID NO: 3 6, S EQ-ffi^Of 
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said amino acid s eq u enc e being link ed to a polypeptide havin g a high tran sductio n poten t ia l. 

Claim 10 (Original): The polypeptide of Claim 9, wherein said polypeptide fusion 
construct disrupts NEMO oligomerization. 

Claim 1 1 (Currently Amended): The polypeptide of Claim 9, wherein said which is 
linked [[is]] by an amino acid spacer sequence having a length ranging from 1-35 amino 
acids. 

Claim 12 (Original): The polypeptide of Claim 1 1, wherein said amino acid spacer 
sequence is selected from the group consisting of SEQ ED NO: 9 and SEQ ID NO: 10. 

Claim 13 (Original): The polypeptide of Claim 9 5 wherein said polypeptide having a 
high transduction potential has an amino acid sequence of SEQ ID NO: 1 . 

Claim 14 (Original): The polypeptide of Claim 13, wherein the polypeptide fusion 
construct has the amino acid sequence selected in the group consisting of SEQ ID NO: 2, 
SEQ ID NO: 6, SEQ ID NO: 13 and SEQ ID NO: 15. 

Claim 15 (Currently Amended): A method of inhibiting the NF-kB signaling 
pathway comprising contacting in vitro an eukaryotic cell with a polypeptide fusion construct 
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Claim 16 (Currently Amended): A method of disrupting NEMO oligomerization 
comprising contacting in vitro said NEMO with a polypeptide fusion construct of Claims 9 to 
44 Claim 9 . 

Claim 17 (Currently Amended): Use of an effective ai-ftem^-ef^ompesrtien A 
method of treating a disorder regulated by the NF-kB signaling pathway comprising 
administering an effective amount of a composition comprising a polypeptide fusion 
construct of Cl a im s~9-4e-4-4 Claim 1 and one or more pharmaceutical^ acceptable carriers or 
excipients, fep4he-pr eparation of a medicament for modulating or treating a disorder 
regulated by the NF kB signaling pathway in to a subject in need thereof 

Claim 18 (Currently Amended): The [[use]] method of Claim 17, wherein said 
subject in need thereof is a human. 

Claim 19 (Currently Amended): The [[use]] method of Claims 17 or 18 Claim 17, 
wherein said effective amount ranges from 0.1 mg/Kg/day to 30 mg/Kg/day. 

Claim 20 (Currently Amended): The [[use]] method of Claims 17 to 19 Claim 17 , 
wherein said disorder regulated by the NF-kB signaling pathway is selected from the group 
consisting of inflammatory responses, oncogenesis, and viral infection. 

Claim 21 (Currently Amended): The [[use]] method of Claims 17 to 20 Claim 17 , 
wherein said composition is administered in a form selected from the group consisting of 
oral, rectal, nasal, parenteral, intraci sternal, intravaginal, intraperitoneal, sublingual, topical, 
and bucal administration. 
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Claim 22 (Currently Amended): The [[use]] method of Cla im s 1 7 to 21 Claim 17 , 
wherein said composition is administered preferably intravenously. 

Claim 23 (Currently Amended): Us e of an effective a m ount o f a A method for 
regulating cell proliferation or apoptosis comprising administering an effective amount of a 
composition comprising a polypeptide fusion construct of GMm^~9-4e-4A Claim 9 and one or 
more pharrnaceuticaily acceptable carriers or excipients, fer~4h e preparati o n o f a medicament 
for regulating cell prolifera tion or a poptosis in to a subject in need thereof 

Claim 24 (Currently Amended): The [[use]] method of Claim 23, wherein said 
subject in need thereof is a human. 

Claim 25 (Currently Amended): The [[use]] method of Claim 23 or Claim 24 , 
wherein said effective amount ranges from 0.1 mg/Kg/day to 30 mg/Kg/day. 

Claim 26 (Currently Amended): The [[use]] method of Claims 23 to 25 Claim 23 , 
wherein said composition is administered in a form selected from the group consisting of 
oral, rectal, nasal, parenteral, intracisternal, intravaginal, intraperitoneal, sublingual, topical, 
and bucal administration. 

Claim 27 (Currently Amended): The [[use]] method of Claims 23 to 26 Claim 23, 
wherein said composition is administered preferably intravenously. 
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Claim 28 (Currently Amended): Use of an e ff e ct i ve amount of a A method for 
regulating B or T lymphocytes in antigenic stimulation comprising administering an effective 
amount of a composition comprising a polypeptide fusion construct of Claims 9 to 1 1 Claim 
9 and one or more pharmaceutical^ acceptable carriers or excipients, for the preparation of a 
m edicament for regulating cell proliferation or apoptosis in to a subject in need thereof. 

Claim 29 (Currently Amended): The [[use]] method of Claim 28, wherein said 
subject in need thereof is a human. 

Claim. 30 (Currently Amended): The [[use]] method of Claim 28-er~ Claim 29 , 
wherein said effective amount ranges from 0.1 mg/Kg/day to 30 mg/Kg/day. 

Claim 31 (Currently Amended): The [[use]] method of Claims 28 to 30 Claim 28, 
wherein said composition is administered in a form selected from the group consisting of 
oral, rectal, nasal, parenteral, intracistemal, intravaginal, intraperitoneal, sublingual, topical, 
and bucal administration. 

Claim 32 (Currently Amended): The [[use]] method of Claims 28 to 31 Claim 28 , 
wherein said composition is administered preferably intravenously. 

Claim 33 (Original): A method of identifying polypeptides that modulate 
oligomerization of NEMO comprising: 

a) identifying a candidate polypeptide sequence; 

b) creating a polypeptide fusion construct by linking said candidate polypeptide 
sequence to a polypeptide having a high transduction potential via a spacer sequence; 
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c) contacting a cell culture with the polypeptide fusion construct; and 

d) monitoring the activity of the NF-kB signaling pathway; 

e) comparing the activity of the NF-kB signaling pathway in the presence of said 
polypeptide fusion construct to the activity of the NF-kB signaling pathway in the absence of 
said polypeptide fusion construct to determine the relative inhibition by said polypeptide 
fusion construct; and 

f) correlating relative inhibition by said polypeptide fusion construct to NEMO 
oligomerization. 

Claim 34 (Original): The method of Claim 33, wherein said candidate polypeptide 
sequence has a coiled-coil or helical structure. 

Claim 35 (Currently Amended): The method of Claim 33 or Claim 3 4, wherein said 
candidate polypeptide sequence has 20-60 amino acids. 

Claim 36 (Currently Amended): The method of Claims 33 to 35 Claim 33, wherein 
said candidate polypeptide sequence is derived from NEMO. 

Claim 37 (Currently Amended): The method of Claims 33-to 36 Claim 33, wherein 
said spacer sequence has a length ranging from 1-35 amino acids. 

Claim 38 (Original): The method of Claim 37, wherein said spacer sequence is 
selected from the group consisting of SEQ ID NO: 9 and SEQ ID NO: 10. 
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Claim 39 (Original): The method of Claim 33, wherein said polypeptide having a 
high transduction potential has an amino acid sequence of SEQ ID NO: L 

Claim 40 (Currently Amended): The method of Claim 33, wherein said cell culture 
comprises pre-B 70Z/3 lymphocytes that have been transfected with a NF-kB dependent p- 
glactosidase reporter gene , deposited at the CNCM ( Co lle ction N at ie nale de Cultures d e 
Microorganismes), 28 rue du Docte ur Rou x, 75724 PARIS Cedex 15, France, on April 1 *\ 
2003 under number I 300 4. 

Claim 41 (Original): The method of Claim 33, wherein said polypeptide fusion 
construct further comprises an N-terminal cysteine residue. 

Claim 42 (Original): The method of Claim 39, further comprising: 
b-1) labeling said polypeptide fusion construct; and 

c-1) monitoring cellular uptake of the labeled polypeptide fusion construct. 

Claim 43 (Original): The method of Claim 42, wherein said labeling comprises 
chemically reacting the cysteine residue with a fluorophore. 

Claim 44 (Original): The method of Claim 43, wherein said fluorophore is BODIPY. 

Claim 45 (Original): The method of Claim 42, wherein said monitoring cellular 
uptake is by FACS. 
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Claim 46 (New): The isolated polynucleotide of Claim 1, which is at least 70% 
identical to the polynucleotide according to (a). 

Claim 47 (New): The isolated polynucleotide of Claim 1, which is at least 80% 
identical to the polynucleotide according to (a). 

Claim 48 (New): The isolated polynucleotide of Claim 1, which is at least 90% 
identical to the polynucleotide according to (a). 

Claim 49 (New): The isolated polynucleotide of Claim 1, which is at least 95% 
identical to the polynucleotide according to (a). 

Claim 50 (New): The isolated polypeptide of Claim 6, which is at least 70% identical 
to said amino acid sequence. 

Claim 51 (New): The isolated polypeptide of Claim 6, which is at least 80% identical 
to said amino acid sequence. 

Claim 52 (New): The isolated polypeptide of Claim 6, which is at least 90% identical 
to said amino acid sequence. 

Claim 53 (New): The isolated polypeptide of Claim 6 ? which is at least 95% identical 
to said amino acid sequence. 
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Claim 54 (New): The fusion construct of Claim 9, wherein said polypeptide is at least 
70% identical to said amino acid sequence. 

Claim 55 (New): The fusion construct of Claim 9, wherein said polypeptide is at least 
80% identical to said amino acid sequence. 

Claim 56 (New): The fusion construct of Claim 9, wherein said polypeptide is at least 
90% identical to said amino acid sequence. 

Claim 57 (New): The fusion construct of Claim 9, wherein said polypeptide is at least 
95% identical to said amino acid sequence. 
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